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FINAL ACTION 

Continued Examination Under 37 CFR 1.114 

1. A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1. 17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1. 1 14. Applicant's submission filed on 9 March 2005 has been entered. 


Status of the Claims 

2. This action is in response to papers filed 9 March 2005 in which claims 14, 21, 23, 35- 
37 were amended. The amendments have been thoroughly reviewed and entered. 

The previous rejections in the Office Action dated 17 August 2004 are maintained as 
discussed below. Applicant's arguments have been thoroughly reviewed and are discussed 
below. 

Claims 14-37 are under prosecution. 


Claim Rejections - 35 USC §102 

3. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 
122(b), by another filed in the United States before the invention by the applicant for patent 
or (2) a patent granted on an application for patent by another filed in the United States 
before the invention by the applicant for patent, except that an international application 
filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application 
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designated the United States and was published under Article 21(2) of such treaty in the 
English language. 

4. Claims 14-39 are rejected under 35 U.S.C. 102(e) as being anticipated by Chee et al 
(U.S. Patent No. 6,355,431, filed 3 March 2000 and claiming priority to 20 May 1999). 

The applied reference has a common inventor and assignee with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art under 
35 U.S.C. 102(e). This rejection under 35 U.S.C. 102(e) might be overcome either by a showing 
under 37 CFR 1. 132 that any invention disclosed but not claimed in the reference was derived 
from the inventor of this application and is thus not the invention "by another," or by an 
appropriate showing under 37 CFR 1.131. 

Regarding Claim 14, Chee et al disclose the method comprising providing an array 
composition comprising a substrate having discrete sites and a population of microspheres 
containing first and second subpopulations wherein each microsphere comprises a plurality of 
different target analytes and wherein a plurality of different targets are covalently attached to 
the surface (i.e. target-probe ligation product to microspheres comprising individual probes 
(Column 43, lines 36-37) or universal probes whereby differing targets ligate to from different 
analytes (Column 34, lines 35-55) and (Column 9, lines 21-24, and Fig. 7) wherein the 
microspheres are distributed on the surface (Column 38, lines 52-54). The method further 
comprising contacting the array with a first set of read out probes (e.g. amplifier probes, 
Column 34, line 32-Column 36, line 14) to detect the presence of a first target analyte (Claim 
1). 

The claims have been amended to require that each microsphere have a plurality of 
different target analytes covalently attached thereto. Chee et al teaches three different 
embodiments that meet this limitation. 

First, Chee et al teach the target a target nucleic acid comprises two "target domains" 
and is immobilized on the microsphere (Column 18, lines 3-18 and lines 6 1-62). Given the 
broadest reasonable interpretation, the claimed "target analyte* encompasses the "target 
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domains" taught by the reference because each domain functions as an analyte for domain- 
specific primer binding. 

Second, Chee et al teach target-probe ligation product immobilized on microspheres 
comprising individual probes (Column 43, lines 36-37) wherein the microspheres further 
comprise identifier binding ligands (IBL) that are target analytes for specifically binding decoder 
binding ligands (Column 44, lines 8-27). 

Finally, Chee et al teach the method wherein each microspheres comprises a plurality 
of different IBLs (Column 45, lines 65-Column 46, line 13) each of which is an analyte for a 
DBL (Column 46, lines 33-39). 

Any one of the three embodiments illustrated above are encompassed by the newly 
claimed different analytes attached to each microsphere. 

Regarding Claim 15, Chee et al disclose the method further comprising contacting the 
array composition with a second set of readout probes (Column 35, lines 23-57 and Column 
36, lines 15-23). 

Regarding Claim 16, Chee et al disclose the method wherein the microspheres are 
randomly distributed on the surface (Claim 30). 

Regarding Claim 17, Chee et al disclose the method wherein the first set of readout 
probes comprises at least first and second probes wherein the first and second probes are 
differentially labeled (Column 35, lines 42-57). 

Regarding Claim 18, Chee et al disclose the method further comprising detecting the 
firs label as an indication of the first target analyte (Column 35, lines 42-57). 

Regarding Claim 19, Chee et al disclose the method wherein the first and second 
subpopulations comprise analytes from first and second sources e.g. multiplex detection of 
different polymorphisms (Column 56, line 63-Column 57, line 19). 

Regarding Claim 20, Chee et al disclose the method wherein the different sources are 
patients (Column 56, lines 23-32). 
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Regarding Claim 21, Chee et al disclose the method of geno typing comprising providing 
an array composition comprising a substrate having discrete sites and a population of 
microspheres containing first and second subpopulations wherein each microsphere comprises 
a plurality of different target analytes (i.e. capture probe and modified primer) wherein a 
plurality of different targets are covalently attached to the surface (i.e. target-probe ligation 
product to microspheres comprising individual probes (Column 43, lines 36-37) or universal 
probes whereby differing targets ligate to from different analytes (Column 34, lines 35-55) and 
(Column 9, lines 21-24, and Fig. 7) wherein the microspheres are randomly distributed on the 
surface. The method further comprising contacting the array with a first set of extension 
probes that hybridize adjacent to a detection position, contacting with a nucleotide and an 
polymerase to extend the extension probe and detecting the presence of the nucleotide (Fig. 
2A/2B and Claim 5). 

Regarding Claim 22, Chee et al disclose the method wherein the nucleotide comprises a 
label (Fig. 2A/2B and Column 6, lines 9-16). 

Regarding Claim 23, Chee et al disclose the method of determining the identification of 
a nucleotide comprising providing an array composition comprising a substrate having discrete 
sites and a population of microspheres containing first and second subpopulations wherein 
each microsphere comprises a plurality of different target analytes (i.e. capture probe and 
modified primer) wherein a plurality of different targets are covalently attached to the surface 
(i.e. target-probe ligation product to microspheres comprising individual probes (Column 43, 
lines 36-37) or universal probes whereby differing targets ligate to from different analytes 
(Column 34, lines 35-55) and (Column 9, lines 21-24, and Fig. 7) wherein the microspheres are 
randomly distributed on the surface. The method further comprising forming hybridization 
complex between the target sequence and a readout probe and determining the nucleotide at 
the detection position label (Fig. 2A/2B; Column 6, lines 9-16; and Claim 5). 


Application/ Control Number: 09/785,514 Page 6 

Art Unit: 1634 

Regarding Claim 24, Chee et al disclose the method wherein the target comprises a 
first and second target domain and the hybridization complex comprises a first readout probe 
hybridized to the first domain and a second readout probe hybridized to the second domain 
and said determining comprising adding a ligase (Column 17, line 55-Column 18, line 67 and 
Claim 6). 

Regarding Claim 25, Chee et al disclose the method wherein the first readout probe 
comprises a label (Column 17, line 55-Column 18, line 67). 

Regarding Claim 26, Chee et al disclose the method further comprising contacting the 
hybridization complex with at least a first nucleotide and a polymerase to extend the first 
readout probe wherein the nucleotide is complementary to the detection position (Column 18, 
lines 9-18). 

Regarding Claim 27, Chee et al disclose the method wherein the substrate is a fiber 
optic bundle (Claim 28). 

Regarding Claim 28, Chee et al disclose the method wherein the substrate is glass or 
plastic (Claim 29). 

Regarding Claim 29, Chee et al disclose the method further comprising contacting the 
microspheres with decoder binding ligands and the microspheres comprise identifier binding 
ligand (Column 49, lines 16-20). 

Regarding Claim 30, Chee et al disclose the method wherein the target comprises target 
sequences (Column 9, lines 14-25). 

Regarding Claim 31, Chee et al disclose the method wherein the target sequences 
comprises target nucleic acids (Column 9, lines 14-25). 

Regarding Claim 32, Chee et al disclose the method wherein the target comprises target 
genomic DNA sequences (Column 9, lines 14-25). 

Regarding Claim 33, Chee et al disclose the method wherein the target sequences 
comprises target nucleic acids (Column 9, lines 14-25). 
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Regarding Claim 34, Chee et al disclose the method wherein the target nucleic acids 
comprises target genomic DNA (Column 9, lines 14-25). 

Regarding Claim 35, Chee et al disclose the method comprising providing an array 
composition comprising a substrate having discrete sites and a population of microspheres 
containing first and second subpopulations wherein each microsphere comprises a plurality of 
different target analytes attached to the microspheres via receptor-ligand interaction and 
wherein the analytes are derivatized with a receptor or ligand (e.g. restriction site Column 21, 
lines 1-14) wherein the microspheres are distributed on the surface (Column 38, lines 52-54). 
The method further comprising contacting the array with a first set of read out probes (e.g. 
amplifier probes, Column 34, line 32-Column 36, line 14) to detect the presence of a first target 
analyte (Claim 1). 

Regarding Claim 36, Chee et al disclose the method of geno typing comprising providing 
an array composition comprising a substrate having discrete sites and a population of 
microspheres containing first and second subpopulations wherein each microsphere comprises 
a plurality of different target analytes attached to the microspheres via receptor-ligand 
interaction and wherein the analytes are derivatized with a receptor or ligand (e.g. restriction 
site Column 21, lines 1-14) wherein the microspheres are randomly distributed on the surface. 
The method further comprising contacting the array with a first set of extension probes that 
hybridize adjacent to a detection position, contacting with a nucleotide and an polymerase to 
extend the extension probe and detecting the presence of the nucleotide (Fig. 2A/2B and Claim 
5). 

Regarding Claim 37, Chee et al disclose the method of determining the identification of 
a nucleotide comprising providing an array composition comprising a substrate having discrete 
sites and a population of microspheres containing first and second subpopulations wherein 
each microsphere comprises a plurality of different target analytes attached to the 
microspheres via receptor-ligand interaction and wherein the analytes are derivatized with a 
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receptor or ligand (e.g. restriction site Column 21, lines 1-14) wherein the microspheres are 
randomly distributed on the surface. The method further comprising fo rmin g hybridization 
complex between the target sequence and a readout probe and determining the nucleotide at 
the detection position label (Fig. 2A/2B; Column 6, lines 9-16; and Claim 5). 

Regarding Claims 38 and 39 Chee et al further teach the embodiment wherein the 
microspheres are coated with streptavidin and the ligand is biotin (Column 33, lines 33-45). 

Response to Arguments 

5. Applicant asserts that the office provides a conclusory statement by citing Chee's 
teaching of covalent attachment via target- probe ligation. The assertion is noted however, in 
addition to the cited target- probe ligation providing the claimed covalent attachment, Chee also 
teaches that nucleic acids are defined as "two nucleotides covalently linked together" (Column 
7, lines 60-62). Furthermore, Chee teaches the plurality of IBLs on the microspheres include 
proteins comprising covalently linked amino acids (Column 44, lines 28-37). Therefore, the 
imm obilized nucleic acids having first and second target domains and/ or the plurality of 
different IBLs meet the limitations of the claimed covalent attachment. 

Applicant asserts that Chee does not teach a plurality of different targets attached to a 
microsphere. The argument has been considered but is not found persuasive because, as 
cited above, Chee provides three embodiments meeting the limitations of the claims. 
Furthermore, the instant specification defines the claimed "target analyte* as provided below 
(page 6, last paragraph): 

The present invention is directed to the detection of patient sample components 
or target analytes. By patient sample components" or "target analytes" or grammatical 
equivalents herein is meant any molecule in the sample which is to be detected, with 
proteins and nucleic acids being preferred, and nucleic acids being particularly 
preferred. 
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First, Chee teaches a target comprising two target domains (analytes) attached to the 
microsphere (Column 18, lines 3-18 and lines 61-62). Second, Chee et al teach target-probe 
ligation product immobilized on microspheres comprising individual probes (Column 43, lines 
36-37) wherein the microspheres further comprise identifier binding ligands (IBL) that are 
target analytes for specifically binding decoder binding ligands (Column 44, lines 8-27) wherein 
the IBLs are naturally occurring (Column 44, lines 34-37). Finally, Chee et al teach the 
method wherein each microspheres comprises a plurality of different IBLs (Column 45, lines 
65-Column 46, line 13) each of which is an analyte for a DBL (Column 46, lines 33-39) wherein 
the IBLs are naturally occurring (Column 44, lines 34-37). Therefore, Chee teaches the 
plurality of target analytes as claimed. 


All claims are drawn to the same invention claimed in the application prior to the entry 
of the submission under 37 CFR 1.1 14 and could have been finally rejected on the grounds 
and art of record in the next Office action if they had been entered in the application prior to 
entry under 37 CFR 1.114. Accordingly, THIS ACTION IS MADE FINAL even though it is a 
first action after the filing of a request for continued examination and the submission under 37 
CFR 1.114. See MPEP § 706.07(b). Applicant is reminded of the extension of time policy as set 
forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 CFR 
1. 136(a) will be calculated from the mailing date of the advisory action. In no event, however, 
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will the statutory period for reply expire later than SIX MONTHS from the mailing date of this 
final action. 


No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to BJ Forman whose telephone number is (571) 272-0741. The 
examiner can normally be reached on 6:00 TO 3:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Jones can be reached on (571) 272-0745. The fax phone number for the 
organization where this application or proceeding is assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 


Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that can be viewed in 
the Patent Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic 
Business Center (Patent EBC) for assistance. Representatives are available to answer your questions 
daily from 6 am to midnight (EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image problem with, the 
number of pages and the specific nature of the problem. The Patent Electronic Business Center will 
notify applicants of the resolution of the problem within 5-7 business days. Applicants can also check 
PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic Business Center is 
a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables 
applicants to view the scanned images of their own application file folder(s) as well as general patent 
information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 


Conclusion 


BJ Foniterf, Ph.D. 
Primary Examiner 
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